AMENDMENT 

In the Claims 

Please cancel (renumbered) claims 10, 12, and 21-50 without prejudice or disclaimer. 

REMARKS 

A. Status of the Claims/Formalities 

Claims 1-50 were filed with the original application. Claims 10, 12 and 21-50 stand 
withdrawn pursuant to a restriction requirement, and are canceled herein. Claims 1-9, 11, and 
13-20 are presently pending in the application and stand rejected under 35 U.S.C. § 112, second 
paragraph as being indefinite. Claims 1 and 8 stand rejected under 35 U.S.C. § 102(b) as being 
anticipated by Maziere et al Claims 1-9, 11, 13, 15-16, and 19-20 stand rejected under 35 
U.S.C. 103(a) as being unpatentable over Maziere et al and Park et al in view of Pastey et al 
Claim 14 stands rejected under § 103(a) as being unpatentable over Maziere and Park et al in 
view of Pastey et al Claim 17 stands rejected under § 103(a) as being unpatentable over Maziere 
and Park et al in view of Pastey et al and Fisher et al Claim 18 stands rejected under §103 (a) 
as being unpatentable over Maziere and Park et al in view of Pastey et al and Gruber et al The 
specific grounds for rejection and applicants' response to them are set forth in detail below. 

B. Rejection Under 35 U.S.C. S 112, Second Paragraph 

Claims 1-9, 11, and 13-20 are pending in the application and stand rejected under 35 
U.S.C. § 112, second paragraph, as being indefinite for failing to point out and distinctly claim 
the subject matter which applicant regards as the invention. The examiner argues that several 
phrases in the claims are indefinite. Specifically, the examiner mentions the expression "a 
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subject," in claim 1, as not being defined in the specification. The examiner then argues that the 
expression "severe combined immunodeficiency" in claim 4, is indefinite because "severe" is a 
relative term and the expression is not defined in the specification. The examiner also argues 
that the specification does not clearly define the phrase "an inhibitor of isoprenylation that is 
distinct from said HMG-CoA reductase inhibitor" in claim 14 so that one of ordinary skill in the 
art could understand what the phrase meant. Finally, the examiner argues that the terms "a 
nucleoside analog composition" and "a protease inhibitor" in claims 15 and 16, respectively, are 
indefinite as not being defined in the specification. Applicants respectfully traverse. 

In order for claims to satisfy the definiteness standard, the inventor need only ensure that 
"one skilled in the art would understand the bounds of the claim when read in light of the 
specification." Miles Lab., Inc. v. Shandon Inc., 997 F.2d 870, 27 U.S.P.Q.2d 1123 (Fed. Cir. 
1993). Claims need only "reasonably apprise those skilled in the art" as to their scope and be "as 
precise as the subject matter permits." Hybritech Inc. v. Monoclonal Antibodies, Inc., 802 F.2d 
1367, 231 U.S.P.Q. 81 (Fed. Cir. 1986). Furthermore, "[t]he purpose of claims is not to explain 
technology or how it works, but to state the legal boundaries of the patent grant. A claim is not 
'indefinite' simply because it is hard to understand when viewed without the benefit of the 
specification." S3 Inc. v. nVIDIA Corp., 239 F,3d 1364, 59 U.S.P.Q.2d 1745 (Fed. Cir. 2001). 

First, applicants respectfully disagree that the term "a subject" is, in any way, indefinite. 
This term is commonly used in medicine and the pharmaceutical industry. Moreover, claim 9 
states "wherein said subject is a human" whereas claim 19 states "wherein said subject is a non- 
human mammal." These claims clearly establish that claim 1 encompass humans and 
mammalian animals. Furthermore, the use of the term "a subject" throughout the specification 
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provides additional illumination of this term. See, for example, Example 1, page 26, lines 1 1-20 
and in Example 2, page 27, lines 27-31; page 20, line 30 in the specification. 

Second, applicants also disagree that use of the phrase "severe combined 
immunodeficiency" fails for indefmiteness because the term "severe" is relative. As mentioned 
before, the definiteness standard is whether "one skilled in the art would understand the bounds 
of the claims." Miles, 997 F.2d at 870. While the term "severe" is itself a relative term, when 
used in the phrase "severe combined immunodeficiency" as stated in the claims it is not 
indefinite because it is a commonly used term of art in the medical field. Severe combined 
immunodeficiency (SCLD) is a well known genetic condition that affects children and infants. 
Individuals afflicted with SCED have a defect in their T and B lymphocyte systems resulting in 
the onset of many infections. Additionally, SCID mice are a common tool used for research in 
the medical arts. Applicants refer the examiner to Exhibit A, attached, and also direct the 
examiner to the use of the term "severe combined immunodeficiency," without definition, in 
U.S. Patent 6,091,000 (Haynes). Thus, it is submitted that one skilled in the art would 
reasonably have understood that "severe combined immunodeficiency" is not relative, but refers 
to a well known medical condition. 

Third, the examiner argues that the phrase "an inhibitor of isoprenylation that is distinct 
from said HMG-CoA reductase inhibitor" in claim 14 is indefinite because it is not clearly 
defined in the specification. Section IV, page 17 is entitled "Inhibitors of Isoprenylation" which 
is clearly distinct from the previous section entitled "Inhibitors of HMG-CoA Reductase." 
Section IV contains a detailed description of geranylgeranyl transferase and farnesyl transferase 
inhibitors which are both clearly distinguishable from the previously described HMG-CoA 
reductase inhibitors. One skilled in the art could reasonably understand that "an inhibitor of 
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isoprenylation that is distinct from said HMG-CoA reductase inhibitor," as read in light of the 
specification, refers to compounds such as geranylgeranyl transferase and farnesyl transferase 
inhibitors. 

Fourth, the examiner argues that the terms "nucleoside analog composition" and 
"protease inhibitor" in claims 15 and 16, respectively, are indefinite. Applicants again 
emphasize that the definiteness standard is whether "one skilled in the art would understand the 
bounds of the claims." Both nucleoside analogs and protease inhibitors are well known drugs for 
treating viral infections such that one skilled in the art would know the meaning of those terms. 
See attached Exhibit A. Further, in U.S. Patent 6,573,247 (McGuigan et al) 9 the term 
"nucleoside analog" is used in the abstract, the claims, and the specification without detailed 
explanation. Evidence that one skilled in the art would know what is meant by the term 
"protease inhibitor" can be found in U.S. Patent 6,558,923 (Paulous et al.) 9 where the terms 
"protease" and "protease inhibitor" are used numerous times in the abstract, claims, and 
specification without being expressly defined in the specification. The claims need only be "as 
precise as the subject matter permits" to "reasonably apprise one skilled in the art" of the scope 
of the claims. 

Accordingly, applicants respectfully request that the rejection of claims 1-9, 1 1 and 13-20 
under 35 U.S.C. § 1 12, second paragraph be withdrawn. 

C. Rejection under 35 U.S.C. § 102(b) 

Claims 1 and 8 stand rejected under 35 U.S.C. § 102(b) as being anticipated by Maziere et 
al (Maziere). The examiner contends that Maziere discloses a method of inherently treating or 
inhibiting infection of a cell by a virus as described in claims 1 and 8. The examiner argues that 
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because Maziere teaches that HMG-CoA reductase inhibitors are useful inhibiting HIV-1 
expression in H9 human T lymphocytes they are useful in inhibiting the HIV cycle in patients. 

Applicants respectfully traverse. Claims 1 and 8 are not inherently nor expressly 
anticipated by Maziere. 

Anticipation requires that each and every element of the claimed invention be described, 
either expressly or inherently, in a single prior art reference. Telemac Cellular Corp. v. Topp 
Telecom, Inc., 247 F.3d 1316, 1327, 58 U.S.P.Q.2d 1545, 1552 (Fed. Cir. 2001); Verdegaal 
Bros., Inc. v. Union Oil Co., 814 F.2d 628, 631, 2 U.S.P.Q.2d 1051, 1053 (Fed. Cir. 1987). 
Applicants presently claim "[a] method of inhibiting infection of a cell by a virus in a subject 
comprising the step of administering to said subject an inhibitor of HMG-CoA reductase" where 
the virus can be the HIV virus as well other various types of viruses. Emphasis added. 

Maziere teaches that the HMG-CoA reductase inhibitor, lovastatin, is capable of 
inhibiting HIV expression in the human H9 cell line. However, Maziere does not disclose that a 
HMG-Coa reductase inhibitor prevents HIV infection of cells in a subject, specifically in vivo. 
The examiner even states that Maziere only teaches inhibition of infection of a cell by a virus in 
vitro. Because Maziere does not disclose a method of inhibiting infection of a cell by a virus in a 
subject in vivo, Maziere does not teach each and every element of the claims as required for 
anticipation from a single reference. 

Accordingly, it is believed that the claims 1 and 8 are not anticipated by Maziere. 
Therefore, reconsideration and withdrawal of the rejection is respectfully requested. 
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D. Rejection Under 35 U.S.C. § 103(a) over Maziere and Park et ah in view of Pastev et 
qL 

Claims 1-9, 11, 13, 15-16, and 19-20 stands rejected under §103(a) as being unpatentable 
over Maziere and Park et al (Park) in view of Pastey et al (Pastey). Maziere discloses the use 
of a HMG-Coa reductase inhibitors as a method of inhibiting HIV-1 expression in H9 human 
lymphocytes. Park teaches the use of HMG-Coa reductase inhibitors such as simvastatin and 
astrovastatin to inhibit the geranylgeranylation of RhoA GTPase. The examiner argues that it 
would have been obvious to one of ordinary skill in the art at the time of the invention, in view 
of the knowledge disclosed in Pastey, to employ HMG-Coa reductase inhibitors in a method of 
inhibiting infection of a cell by a virus such as RSV in a human, non-human, or a livestock 
mammal. The examiner also contends that through the teachings of Park and Pastey, one of 
ordinary skill in the art would have reasonably expected that HMG-CoA reductase inhibitors 
would have a beneficial therapeutic effect in inhibiting infection of a cell by a virus such as RSV 
in a subject such as in a human, a non-human mammal, or a livestock animal. Finally, the 
examiner argues that one of ordinary skill in the art at the time of the invention was made would 
have been motivated to employ HMG-CoA reductase inhibitors in combination with a nucleoside 
analog composition in a method of inhibiting infection of a cell by a virus such as RSV in a 
human, non-human, or a livestock mammal. Applicants respectfully traverse. 

In order to establish a prima facie case of obviousness, three basic criteria must be met: 
(1) there must be some suggestion or motivation, either in the references themselves or in the 
knowledge generally available to one of ordinary skill in the art, to modify the reference or to 
combine reference teachings; (2) there must be a reasonable expectation of success; and (3) the 
prior art reference (or references when combined) must teach or suggest all the claim limitations. 
Manual of Patent Examining Procedure §2142. See also In re Vaeck, 947 F.2d 488, 20 U.S.P.Q. 
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2d 1438 (Fed Cir. 1991) (emphasizing that the teaching or suggestion to make the claimed 
combination and the reasonable expectation of success must be both found in the prior art, and 
not based on applicant's disclosure). It is important to note that all three elements must be 
shown to establish a prima facie case of obviousness. Thus, if even one element is missing, a 
prima facie case of obviousness does not exist. 

The first step in establishing a prima facie case of obviousness is presenting evidence that 
Maziere and Park, in view of Pastey, teach or suggest all of the claim limitations of applicants' 
present claims. Because none of the three references discloses a method of using HMG-CoA 
reductase inhibitors to inhibit infection of a cell by a virus in subject in vivo, they do not teach or 
suggest all of the claim limitations found in claim 1. Additionally, the examiner admits that the 
cited prior art "does not expressly disclose the employment of HMG-CoA reductase inhibitors in 
a method of inhibiting infection of a cell by a virus such as RSV in a human, a non-human 
mammal, or a livestock animal' 9 Therefore, Maziere, Park, and Pastey fail to establish a 
necessary element required for a prima facie case of obviousness. 

Another element of a prima facie case of obviousness requires that there must be some 
suggestion or motivation, either in the references themselves or in the knowledge generally 
available to one of ordinary skill in the art, to modify the reference or to combine reference 
teachings. The examiner states that Pastey teaches "that RhoA-derived peptide inhibits RSV." 
The believe the examiner is referring to Pastey, Gower et al (C33, PTO-1 129 submitted June 11, 
2002) rather than Pastey, Crowe et al (C32, PTO-1 129 submitted June 11, 2002). Regardless, 
Pastey, Gower et al and Park are directed at solving two completely different problems. The 
purpose of Park's paper was to examine the effect of HMG-CoA reductase inhibitors on the 
cholesterol metabolic pathway. On the other hand, Pastey, Gower et al examines the inhibition 
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of RSV syncitium formation using peptides. Thus, these references have very little to do with 
each other. 

Furthermore, in contrast to both Pastey, Gower et al and Park, Maziere discloses an in 
vitro method of using HMG-CoA reductase inhibitors to inhibit HIV-1 expression in a H9 cell 
line. As mentioned before, Park addresses the use of HMG-CoA reductase inhibitors for the 
upregulation of TGFfi. Park does not teach that HMG-CoA reductase inhibition of RhoA 
geranylgeranylation inhibits viral expression. Therefore, Park has no relevance to the inhibition 
of RSV or HIV-1 expression. Moreover, Pastey, Gower et al. is strictly directed toward 
inhibition of RSV and parainfluenza virus type 3 (PIV-3) using peptides, not HMG-CoA 
reductase. Furthermore, neither Park nor Pastey, Gower et al. make any mention of the HIV-1 
virus. Thus, the examiner has attempted to make a circuitous connection between Maziere and 
Pastey, Gower et al through Park. However, the approach fails since each reference deals with 
distinct issues that only peripherally bear up on the claimed invention. Based on the divergent 
teachings of these three references, a person of ordinary skill in the art would have no motivation 
to combine Maziere, Park and Pastey, Gower et al 

Additionally, the examiner argues that by combining the teachings of Maziere and Park 
in view of Pastey, Gower et al. one with ordinary skill in the art would be motivated to use a 
nucleoside analog such as AZT in combination with a HMG-CoA reductase inhibitor to inhibit 
infection of a virus such as RSV. The only reference that mentions a nucleoside analog is 
Maziere, which states "[m]ost of the drugs used ... such as AZT, are inhibitors of viral 
replication. However such compounds [appear] to be poorly effective Emphasis added. 
One of ordinary skill in the art would understand Maziere as teaching not that a nucleoside 
analog should be used in combination with HMG-CoA reductase inhibitors, but rather that 
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HMG-CoA reductase inhibitors should be used instead of nucleoside analogs. Neither Park nor 
Pastey, Gower et al make any mention of nucleoside analogs. Thus, no motivation remotely 
exists for one skilled in the art to combine the teachings in the three references to combine a 
nucleoside analog and HMG-CoA reductase inhibitors. 

The third element required for a prima facie showing of obviousness is that by combining 
references, there be a reasonable expectation of success. Pastey, Crowe et al. discloses the 
discovery that RSV F that interacts with RhoA and facilitates RSV syncitium formation. Pastey, 
Gower et al also discloses a peptide that spans the F binding domain of RhoA and inhibits RSV 
syncitium formation. However, Pastey, Gower et al makes no mention of HMG-CoA reductase 
inhibitors. On the other hand, Park teaches that HMG-CoA reductase inhibitors are capable of 
inhibiting the geranylgeranylation of RhoA for the purpose of upregulating transforming growth 
factor-p (TGFp), but fails to address peptides. The two references involve two completely 
distinct mechanisms. Most importantly, Park does not present any evidence that inhibition of 
RhoA geranylgeranylation also inhibits viral expression. In fact, no mention is made at all 
whether inhibition of RhoA geranylgeranylation could be successful in inhibiting RSV 
expression, much less inhibition of HIV-1! Thus, no person skilled in the art would have a 
reasonable expectation of success by combining the teachings of Park and Pastey, Crowe et al, 
in the context of Maziere's teachings. 

Thus, because the examiner has failed to present a prima facie case of obviousness on all 
three elements, the Applicants respectfully request that the rejection of claims 1-9, 11, 13, 15-16, 
and 1 9-20 be withdrawn. 
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E. Rejection under 35 ILS.C. § 103(a) 

Claim 14 stands rejected under § 103(a) as being unpatentable over Maziere and Park in 
view of Pastey. The examiner argues that Maziere and Park in view of Pastey teaches the 
combination of a HMG-CoA reductase inhibitor and an inhibitor of isoprenylation in inhibiting 
infection of a cell by a virus such as RSV. Applicants respectfully traverse. 

Claim 14 is not obvious over Maziere and Park in view of Pastey for the reasons 
mentioned in section D, above. Moreover, applicants submit the following arguments against the 
examiner's contention of obviousness. 

A prima facie case of obviousness requires that Maziere and Park in view of Pastey teach 
or suggest all of the claim limitations in claim 14. The examiner admits that the employment of 
HMG-CoA reductase inhibitors in combination with an inhibitor of isoprenylation that is distinct 
from said HMG-CoA reductase inhibitors in a method of inhibiting infection in a cell by a virus 
such as RSV is not expressly disclosed in the references. Claim 14 states "[t]he method of claim 
1 ... administering to said subject an inhibitor of isoprenylation that is distinct from said HMG- 
CoA reductase inhibitor." As emphasized before, subject refers to a human or non-human 
mammal. Park only teaches the use of HMG-CoA reductase inhibitors and two inhibitors of 
isoprenylation in vitro, and Maziere and Pastey are limited to in vitro applications as well. 
Clearly, all the claim limitations in claim 14 have not been suggested or taught by the references. 
Thus, the examiner has not established an element required for a prima facie case of 
obviousness. 

A second element needed to establish a prima facie case of obviousness is that there must 
be some suggestion or motivation, either in the references themselves or in the knowledge 
generally available to one of ordinary skill in the art, to modify or combine the teachings of 
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Maziere and Park in view of Pastey, Gower et al Applicants disagree that any motivation exists 
to combine the teachings of Maziere and Park in view of Pastey, Gower et al As discussed 
above, Park teaches the use of isoprenylation inhibitors for the purpose of studying the regulation 
of TGFp signaling. Park never discusses inhibition of the RSV virus, nor does it teach that 
inhibitors of isoprenylation can be used to inhibit infection by any virus much less the RSV 
virus, much less any mention of HIV-1. Similarly, Maziere does not teach the use of inhibitors 
of isoprenylation to inhibit the RSV virus, thus potentially implicating Pastey, Gower et al To 
the contrary, Maziere teaches the use of HMG-CoA reductase inhibitors to inhibit HIV-1, and 
even then, to inhibit replication, not virus entry through a receptor. Even taking into account 
Pastey, Gower et al, no evidence is presented in the prior art suggesting that HMG-CoA 
reductase inhibitors, with or without inhibitors of isoprenylation, should be used to inhibit 
infection by even the RSV virus. Based on the lack of evidence and the divergent teachings of 
Park and Maziere, a skilled artisan with knowledge generally available to one skilled in the art 
would not be motivated to combine these references. Therefore, a second requirement for a 
prima facie case of obviousness has not been met. 

The final element in establishing a prima facie case of obviousness requires that there be 
a reasonable expectation that modifying the teachings of Maziere and Park in view of Pastey 
would be successful. As mentioned above, Pastey, Gower et al and Park disclose two 
completely different inhibition mechanisms for two completely different purposes - peptide 
inhibition of RSV, and HMG-CoA reductase inhibitors. Pastey, Gower et al teaches the use of a 
peptide to bind to the F protein binding site of RhoA in inhibiting RSV syncitium formation. In 
contrast, Park teaches the inhibition of geranylgeranylation of RhoA in the upregulation of TGFp 
signaling by use of inhibitors of isoprenylation. Inhibition of RSV syncitium formation through 
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a RhoA derived peptide teaches nothing with regard to possible inhibition of RSV viral infection 
any other RhoA-related mechanisms. Park does not even mention that inhibition of 
geranylgeranylation of RhoA by HMG-CoA and isoprenylation inhibitors could inhibit any viral 
infection, much less RSV, and much, much less HIV-1. Moreover, Maziere does not teach 
geranylgeranylation in discussing the mechanism in which HMG-CoA reductase inhibitors 
prevents HIV-1 expression. Simply stated, no evidence exists that shows that inhibition of 
geranylgeranylation of RhoA by HMG-CoA and isoprenylation inhibitors reduces RSV or any 
viral expression. The examiner has produced no evidence that one skilled in the art would be 
reasonably successful in combining the divergent teachings of Maziere, Park, and Pastey. Thus, 
the prior art cannot be read as providing any reasonable likelihood of success. Accordingly, the 
examiner has failed to establish the final element necessary for a prima facie case of 
obviousness. 

Based on the examiner's failure to establish all three of the required elements for a prima 
facie case of obviousness, the Applicants respectfully request that rejection of claim 14 be 
withdrawn. 

F. Rejection under 35 U.S.C $ 103(a) over Maziere and Park in view of Pastey and 
Fisher et ah 

Claim 17 stands rejected under § 103(a) as being unpatentable over Maziere and Park in 
view of Pastey and Fisher et al (Fisher). The examiner argues that Maziere and Park in view of 
Pastey and Fisher teaches the combination of a HMG-CoA reductase inhibitor and an antibody 
composition in inhibiting infection of a cell by a virus such as RSV. Applicants respectfully 
traverse. 
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As mentioned above, in order to establish a prima facie case of obviousness, three basic 
criteria must be met: (1) there must be some suggestion or motivation, either in the references 
themselves or in the knowledge generally available to one of ordinary skill in the art, to modify 
the reference or to combine reference teachings; (2) there must be a reasonable expectation of 
success; and (3) the prior art reference (or references when combined) must teach or suggest all 
the claim limitations. If any one element is missing, a prima facie case of obviousness does not 
exist. 

The first element necessary to establish a prima facie case of obviousness requires that 
Maziere and Park in view of Pastey, Gower et al and Fisher teach or suggest all of the claim 
limitations in claim 17. The examiner admits that none of the references expressly disclose 
combining HMG-CoA reductase inhibitors with monoclonal or polyclonal antibodies. Fisher is 
the only reference that contains any discussion about antibodies and only discusses the use of 
antibodies alone in treating RSV. Fisher does not even discuss the possibility of combining 
antibodies with other therapies. Additionally, none of the four references teaches the use of 
HMG-CoA reductase inhibitor in combination with antibody therapies in vivo. Although Fisher 
teaches administration of antibodies alone in vivo, Maziere, Park, and Pastey only discuss 
administration of HMG-CoA reductase inhibitors in vitro. Because Fisher along with Maziere, 
Park and Pastey, Gower et al fail to suggest all the claim limitations, a prima facie case of 
obviousness has not been established. 

Another element required that is required in order for a prima facie case of obviousness 
to exist is that there must be some suggestion or motivation, either in the references themselves 
or in the knowledge generally available to one of ordinary skill in the art, to modify or combine 
the teachings of Maziere and Park in view of Pastey, Gower et al and Fisher. "The mere fact 
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that references can be combined or modified does not render the resultant combination obvious 
unless the prior art also suggests the desirability of the combination" Manuel of Patent 
Examining Procedure (MPEP) § 2143.01 (8 th Ed. Rev.). Emphasis added. None of these 
references make any suggestion of combining antibodies and HMG-CoA reductase inhibitors to 
inhibit infection by a virus such as RSV. As noted above, the only reference which mentions 
antibodies is Fisher, which does not teach the use of any other treatment for RSV, only the use of 
antibodies. Fisher also never suggests the use of antibodies in combination with HMG-CoA 
reductase inhibitors. 

Therefore, the issue is whether one of ordinary skill in the art with knowledge that is 
generally available be motivated to combine Maziere and Park in view of Pastey, Gower et al 
and Fisher. Applicants disagree that one of ordinary skill in the art would be motivated to 
combine these references. Many therapies have been investigated in treating viral infections, but 
Fisher does not even mention the use of antibodies in conjunction with any of these therapies let 
alone use with HMG-CoA reductase inhibitors. There are hundreds of potential therapy 
combinations for inhibiting viral infections such that a skilled artisan could not possibly know 
that antibodies could be combined with other therapies if the prior art does not recommend any 
therapies to use or even suggest that the possibility of such a combination exists. Consequently, 
Maziere and Park in view of Pastey, Gower et al and Fisher fail to establish an element 
necessary for a prima facie case of obviousness. 

The final element in establishing a prima facie case of obviousness requires that there be 
a reasonable expectation that modifying the teachings of Maziere and Park in view of Pastey, 
Gower et al and Fisher would be successful. Applicants submit that there would be no 
reasonable expectation of success in combining HMG-CoA reductase inhibitors and antibody 
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compositions in inhibiting infection of a cell by a virus such as RSV. The examiner again 
presents no evidence that combining HMG-CoA inhibitors and antibodies would reasonably 
result in success. The result of combining drug therapies is impossible to predict. Much 
experimentation must occur before a combination of viral therapies proves to be successful. The 
examiner appears to assume that combining HMG-CoA reductase inhibitors and antibodies will 
automatically result in successful inhibition of RSV expression. There simply is no basis for 
such an assumption. Furthermore, none of the four references provide any guidance or 
recommendations as to whether combining HMG-CoA reductase inhibitors and antibodies would 
be successful in inhibiting RSV infection. At best, the prior art presents an "obvious to try" 
situation. Specifically, the combination of HMG-CoA reductase inhibitors and an antibody 
composition may or may not be successful. However, the PTO's reviewing court has 
consistently held that "'obvious to try' is not the standard" and "does not render a claim 
obvious." Ecolochem, Inc. v. Southern California Edison Co., 227 F.3d 1361, 56 U.S.P.Q.2d 
1065 (Fed. Cir. 2000), In re Roemer, 258 F.3d 1303, 59 U.S.P.Q.2d 1537 (Fed. Cir. 2001). The 
Applicants stress that a reading of the prior art cannot in any way provide a reasonable 
likelihood of success. As such, Maziere and Park in view of Pastey and Fisher do not establish a 
reasonable expectation of success as required for a prima facie case of obviousness. 

The examiner has not provided evidence to establish that claim 17 was prima facie 
obvious at the time of filing. Accordingly, applicants respectfully request that the rejection of 
claim 17 be withdrawn. 
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G. Rejection under 35 U.S.C. § 103(a) over Maziere and Park et al in view of Pastev et 
al. and Gruber et al 

Claim 18 stands rejected under § 103(a) as being unpatentable over Maziere et al 
(Maziere) and Park et al (Park) in view of Pastey et al (Pastey) and Gruber et al (Gruber). The 
examiner argues that Maziere and Park in view of Pastey and Gruber teaches the combination of 
a HMG-CoA reductase inhibitor and ribavarin in inhibiting infection of a cell by a virus such as 
RSV. Applicants respectfully traverse. 

In light of the reasons presented in Sections D, E and F, above, Applicants disagree that 
claim 18 is obvious over Maziere and Park in view of Pastey and Gruber. Furthermore, 
Applicants submit the following arguments against the examiner's assertion of obviousness. 

One element necessary to establish a prima facie case of obviousness requires that 
Maziere and Park in view of Pastey and Gruber teach or suggest all of the claim limitations in 
claim 18. The examiner admits that none of the references expressly disclose combining HMG- 
CoA reductase inhibitors with ribavarin. Gruber is the only reference that contains any 
discussion about ribavarin and only discusses the use of ribavarin with human immunoglobin 
(IVIG) in treating RSV. Furthermore, none of the four references teaches the use of HMG-CoA 
reductase inhibitor in combination with ribavarin in vivo. Although Gruber teaches 
administration of ribavarin in vivo, Maziere, Park, and Pastey only discuss administration of 
HMG-CoA reductase inhibitors in vitro. Because Gruber along with Maziere, Park and Pastey 
fail to suggest all the claim limitations, a prima facie case of obviousness has not been 
established. 

Another element required that is required in order for a prima facie case of obviousness 
to exist is that there must be some suggestion or motivation, either in the references themselves 
or in the knowledge generally available to one of ordinary skill in the art, to modify or combine 
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the teachings of Maziere and Park in view of Pastey and Gruber. None of these references make 
any suggestion of combining ribavarin and HMG-CoA reductase inhibitors to inhibit infection by 
a virus such as RSV. 

Therefore, the relevant inquiry is whether knowledge that is generally available to one of 
ordinary skill in the art would supply the motivation to combine Maziere and Park in view of 
Pastey and Gruber. Applicants submits that one skilled in the art would not be motivated to 
combine Maziere and Park in view of Pastey and Gruber. Gruber teaches the use of ribavarin in 
combination with IVIG or "another agent". However, Applicants reiterate that many therapies 
and agents are available in treating viral infections. Gruber provides no examples of "another 
agent" nor does it even mention HMG-CoA reductase inhibitor as such an agent. Although 
Gruber mentions that ribavarin may be used in combination with "another agent", the fact that it 
makes no suggestion of any particular combination of ribavarin and "another agent" besides 
IVIG does not provide any information to skilled artisans that would motivate them to 
specifically combine HMG-CoA reductase inhibitor with ribavarin. Additionally, one skilled in 
the art would not be motivated to specifically combine HMG-CoA reductase inhibitor with 
ribavarin to inhibit RSV when the divergent teachings of Maziere and Park in view of Pastey do 
not disclose the use of HMG-CoA reductase inhibitor to inhibit infection by the RSV virus. As 
such, Maziere and Park in view of Pastey and Gruber fail to establish an element required for a 
prima facie case of obviousness. 

A third element in establishing a prima facie case of obviousness requires that there be a 
reasonable expectation that modifying the teachings of Maziere and Park in view of Pastey and 
Gruber would be successful. One skilled in the art would have no reasonable expectation of 
success by modifying the teachings of Maziere and Park in view of Pastey and Gruber. Gruber 
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states a "[combination of ribavarin with another agent might provide improved protection 
against RSV infection." Emphasis added. Although Gruber describes a successful combination 
of ribavarin and IVIG, it provides no evidence that a combination of ribavarin and "another 
agent" would provide the same results. Additionally, Gruber provides no guidance as to which 
combination of ribavarin and another agent besides IVIG would reasonably expected to be 
successful. The language, "might", in no way would assure a skilled artisan that combining 
ribavarin with any agent, let alone a HMG-CoA reductase inhibitor, would reasonably result in 
successful inhibition by RSV. 

Additionally, the examiner argues that additive therapeutic effects would be reasonably 
expected. This simply is not the case. Combining viral therapies is a highly unpredictable art. 
Trial and error is often required to determine the proper combination of therapies. Evidence of 
such unpredictability is observed in Gruber. Gruber mentions that ribavarin and IVIG were 
tested in vitro to look for additive effects, but found that additive effects were minimal in 
inhibiting RSV. Gruber appears to show that the success in combining ribavarin and IVIG in 
vivo was unexpected in view of these in vitro results. Furthermore, it appears that some other in 
vivo interaction specific to IVIG and ribavarin is responsible for the additive effect as shown by 
the statement "[fjurther studies are indicated to determine how IVIG and ribavarin interact with 
local antibody and cellular elements to limit RSV infection." Clearly, the success in Gruber was 
not due to expected additive results, but as a result of unpredictable trial and error. Gruber gives 
no indication that similar success would come about from the combination of HMG-CoA 
indicators and ribavarin. As mentioned in section F, the prior art, at most, describes an "obvious 
to try" situation which does not render a claim obvious. Accordingly, the examiner has not 
established an element necessary for a prima facie case of obviousness. 
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In view of the examiner's failure to satisfy any of the three elements needed for a prima 
facie case of obviousness, the Applicants respectfully request that the rejection to claim 18 be 
withdrawn. 

H. Conclusion 

Applicants submit that, in light of the foregoing, all claims are in condition for allowance, 
and an early notification to that effect is earnestly solicited. Should the examiner have and 
questions regarding this response, a telephone call to the undersigned is invited. 



Steyen L./Highlander 
Reg. 37,642 
Attorney for Applicants 



Resp^ctMlv submitted, 




FULBRIGHT & JAWORSKI, L.L.P. 
600 Congress Avenue, Suite 2400 
Austin, Texas 78701 
512/536-3184 



Date: 



July 9, 2003 
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APPENDIX A: CLEAN COPY OF PENDING CLAIMS 



1 . A method of inhibiting infection of a cell by a virus in a subject comprising the step of 
administering to said subject an inhibitor of HMG-CoA reductase. 

2. The method of claim 1, wherein said subject does not have an existing viral infection. 

3. The method of claim 2, wherein said subject is or will become immunosuppressed. 

4. The method of claim 3, wherein said subject suffers from severe combined 
immundeficiency. 

5. The method of claim 3, wherein said subject is taking or will take immunosuppressive 
drugs. 

6. The method of claim 5, wherein said subject is or will be a transplant recipient. 

7. The method of claim 1, wherein said subject has an existing viral infection. 

8. The method of claim 1, wherein said virus is selected from the group consisting of human 
immunodeficiency virus, human respiratory syncytial virus (RS V), parainfluenza virus, 
ebola virus, measles, canine distemper, Newcastle's Disease virus, bovine RSV, ovine 
RSV and turkey rhinotracheitis. 

9. The method of claim 1 , wherein said subject is a human. 

1 1 . The method of claim 9, wherein said virus is respiratory syncytial virus. 

13. The method of claim 1, wherein said inhibitor is selected from the group consisting of 
lovastatin, simvastatin, fluvastatin, atorvastatin, pravastatin and mevastatin. 



25307545.1 



-21- 



14. The method of claim 1, further comprising administering to said subject an inhibitor of 
isoprenylation that is distinct from said HMG-CoA reductase inhibitor. 

15. The method of claim 10, further comprising administering to said subject a nucleoside 
analog composition. 

16. The method of claim 15, further comprising administering to said subject a protease 
inhibitor. 

17. The method of claim 11, further comprising administering to said subject an antibody 
composition that binding immunologically to RSV. 

18. The method of claim 11, further comprising administering to said subject ribavarin. 

19. The method of claim 1, wherein said subject is a non-human mammal. 

20. The method of claim 19, wherein said non-human mammal is a livestock animal. 
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